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activation of the Nrf2-ARE pathway in podocytes exposed to hyperglycemia. Thus, regulation of of the Nrf2-ARE pathway could be a therapeutic option to combat oxidative stress and inhibit the development of DKD.
Introduction
The role of hyperglycemia in long-term complications has been established by largescale prospective studies for type-1 and type-2 diabetes mellitus (DM) [1] . Hyperglycemia engenders not only excessive free-radical factors but also attenuates anti-oxidative factors [2] . Hence, oxidative damage from free-radical and non-radical oxygen species contributes to the pathogenesis of diabetic complications, including the onset and progression of diabetic kidney disease (DKD) [3] . Experimental and clinical studies have documented a link between hyperglycemia, oxidative stress and DKD [4] .
Podocytes are terminally differentiated and play a key part in preserving glomerular podocytes trying to cover a larger surface area of the glomerular basement membrane. Subsequently, the podocyte "foot" widens, which is followed by proteinuria and progressive glomerulosclerosis [7] . Early glomerular changes in animal models of DM are characterized experience a loss of podocyte number. A correlation between the rate of albumin excretion and the drop in podocyte number has been demonstrated [9] . Taken together, these data and binds to the antioxidant response element (ARE), which mediates the induction of a spectrum of cytoprotective proteins: the reduced form of nicotinamide adenine dinucleotide has been observed in retinal endothelial cells, H9c2 cells, mesangial cells and coronary arterial endothelial cells induced by hyperglycemia, and glucose-induced impairments are induced by high glucose. Levels of SOD, GSH and CAT in these podocytes were lower than in podocytes exposed to HG (p 
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